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RULE 132 DECLARATION OF RICHARD L. JACKSON 



I, Richard L. Jackson, declare as follows: 

1 . I am President and CEO of Ausio Pharmaceuticals, LLC, Licensee of the subject 
patent application. 

2. My education and experience, which are further detailed in the copy of my resume 
that is attached hereto as Exhibit A, are as follows. I received a B.S. degree in chemistry in 
1963 and a Ph.D. degree in microbiology in 1967, both from the University of Illinois. In 
addition to my current position as President and CEO of Ausio Pharmaceuticals, LLC, I have 
held Senior Executive positions in various pharmaceutical companies since the mid- 1 980' s. I 
also have held numerous academic positions, including fellowships, associate professorships, 
and full professorships. Furthermore, I have established research centers at the University of 
Cincinnati College of Medicine and at Baylor College of Medicine, and I have received 
various honors and awards over the course of my professional career. I also have authored or 
co-authored hundreds of publications, I am a named inventor on 10 issued patents, and I have 
served or currently serve on approximately two dozen National Advisory Committees and 
Boards of Directors. 
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3. I am familiar with the subject patent application, including the currently pending 
claims. I am also familiar with the reference cited in the November 18, 2008 Final Office 
Action, by Alvira, et al. 

4. I understand that the claims currently pending in this application recite various 
compositions relating to enantiomeric equol, particularly the R-enantiomer (R-equol). 

5. In my capacity at Ausio Pharmaceuticals, I directed that a pharmacological screening 
study be undertaken to evaluate and directly compare the biological activities of R-equol, S- 
equol, and racemic equol in a collection of biochemical assays. Specifically, each of R- 
equol, S-equol, and racemic equol was screened against a broad spectrum of receptor systems 
using standard radioligand binding assay methods adapted from the scientific literature. The 
study was conducted by an outside party, with no interest in the present application, hired by 
Ausio specifically for the purpose of conducting the study. Attached hereto are descriptions 
of the study and the results obtained for each of S-Equol (AUS-13 1— Exhibit B), R-Equol 
(AUS- 132— Exhibit C), and Racemic Equol (AUS-1 33— Exhibit D). As indicated, reference 
standards were run as an integral part of each assay to ensure the validity of the results 
obtained. Percent inhibition results of the complete, broad spectrum of assays are reported 

6. I have reviewed the results of the study and, in my opinion, the results contain several 
examples of properties unexpectedly possessed by the enantiomeric forms of equol that are 
not possessed by the racemic mixture. Moreover, the overall results reveal that a commonly 
held position, namely that only one of the two enantiomers in a known active racemic 
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mixture is presumed active, is not universally applicable with respect to equol. As the data 
reveal, in some systems, the S-enantiomer is active while the R- is not. In others, the R- 
enantiomer is active while the S- is not. In some systems, both enantiomers and the racemate 
are active, and in one particular system, discussed more fully below, both the S- and R- 
enantiomers are similarly active, but die racemate is inactive . It is also seen that there is 
variability in activity between related receptor types. 



7. The table below summarizes some of the more significant individual results obtained 
in the broad spectrum of studies, as referred to above. 



In vitro Pharmacological Screening 



Target 


Percent Inhibition (at 10 uM) 


Interpretation (re: 




S-Eqool 


R-Equol 


Racemate 


higher values) 


ERa 


92 


93 


94 


Positive control 


ERp 


98 


94 


98 


Positive control 


src Protein Tyrosine 
Kinase LCK 


27 


26 


1 


Oncology indication 


Transcription Response 
Factor, NF-AT 


5 


32 


19 


Anti-inflammatory 
indication, potential 
MOA | 


G Protein-coupled 
Receptor 103 


58 


14 


38 
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CNS effects, 
inflammation 


Monoamine 
Transporter 


16 


51 


49 


CNS, antidepressant 


NE lYansporter 


57 


37 


50 


Antidepressant 


Dopamine Transporter 


84 


88 


92 


Anti-Parkinsonism 
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As is clear from the table, the approach of simply resolving a racemate into its 
separate enantiomers, determining which of the two isomers is the active form (and which is 
the inactive form), and consequently choosing to prepare a composition using the active 
form, would not appear to be effective with respect to equol. In my opinion, one could not 
reliably predict biological activity of the equol enantiomers when armed only with teachings 
concerning the racemic mixture. 

8. The sre Protein Tyrosine Kinase (LCK) data provides a clearly surprising and 
unexpected result LCK is an important receptor kinase that regulates the growth of cells. 
When mutated, uncontrolled growth occurs. The studies here have shown that both S- and R- 
equol inhibit this activity approximately equally (27% and 26% respectively at 10 pM 
concentration). However, racemic equol. which of course contains both R- and S-equol, 
surprisingly does not inhibit the activity (1 % inhibition at the same 10 jiM concentration). 
This is a completely unexpected finding. Based on these results, therefore, racemic equol 
would likely be ineffective in inhibiting cancer growth, for example, but a composition 
containing the R-enantiomer, as claimed herein, would surprisingly be expected to show 
potential benefits. 

9. The results obtained in the study referred to herein are surprising and would not be 
expected to be achieved based on the teachings in the reference noted in the November 18, 
2008 Final Office Action (Alvira, et ah), or the teachings in the other references of record. 
Specifically, one could not assume enantiomeric equol compositions would be biologically 
active or otherwise useful based merely on teachings concerning racemic equol. 
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10. I hereby declare that ail statements mack herein of my own knowledge are true and 
that all statements made on Information and belief are believed to be true, and further that 
these statements are mack with the knowledge thai willful false statements and the like so 
made are punishable by fine or imprisonment or both, under Section L001 of Title 1 ft of ifte 
United States Code and that such willful false statements may jeopardize the validity of the 
application or any patent issued thereon. 




Richard L. Jackson, PbJD. 

President and CEO 

Ausio Pharmaceuticals. LLC 
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RICHARD L JACKSON, PhD 



CURRENT 
POSITION 



Au8to Pharmaceuticals, LLC 
President and CEO 
1776 Mentor Ave. 
Cincinnati, OH 46212 
813.731X333 

Wcherd@aiwioDharma.cQni 

A specialty pharmaceutical start-up company focused on the development of various medicines 
The Company's first drug product is AUS-131 which was licensed from Cincinnati Children's 
Hospla! and Sanitarium, an AustraSan health food company. The compound currently Is being 
developed as an oral drug. A topical formulation also is being developed. The first clinical studies 
wBI begin in Q1 ,2008. 



PREVIOUS 
POSITIONS 



ENTREPRENEUR-IN-RESID&iCE, Cincinnati Children's Hospital 2003 - 2006 

Provided pharmaceutical and commercial input Into the Computational Medicine Center proposal 
a $28 million grant was awarded to Cincinnati Children's Hospital from the State of Ohio (Third 
Frontier Award). 

Provided Input for the Tomorrow Fund, a TWnd Frontier award to establish a seed fond et 
Children's Hospital. 

Provided pharmaceutical and drug development expertise for the development of technologies 
from Children's Hospital. Several technologies were licensed to pharmaceutical companies. Auslo 
Pharmaceuticals, LLC, Bexbn Pharmaceuticals, LLC and Atabtos Therapeutics are companies 
that have been spun-out from these efforts. 



EMERGEN, INC., Salt Lake City, UT March 2002 - April 2003 

President and CEO 
Chairman, Board of Directors 

In-licensed leuprogel from Atria Laboratories for the treatment of endometriosis. The research 
focus was the genetic basis of endometriosis and polycystic ovary syndrome. Identified novel 
targets for invasive cancers by understanding placental biology. 



ATRIX LABORATORIES, INC., Fort Collins, CO 

Senior Vice President, Research and Development 
Reported to Mr. D.R. Bemune (CEO & Chairman) 
Member of Board of Directors 



November 1,1398-2002 



Responsible for preclinical, clinical, regulatory, end quality activities for new therapies in 
dermatology, pain management, and oncology. Five products reached the market place. 

WYETH-A YERST, the Pherma Division of American Home Products 1993 - iggs 

Senior Vice President, Discovery Research 

Reported to Dr. R.I. Levy (President, Wyeth-Ayerst Research) 
Deceased 

Responsible for the discovery of innovative, new therapies for Women's Heatth, Neurological 
Disorders, Cardiovascular and MeteboQc Diseases, infectious Diseases, Oncology end 
immunolnflammstory Diseases. Provided strategic, scientific and administrative leadership for 
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theworlaWae research efforts. Responsible for 1 100 people with an annual Internal operating 
budget of $180 million plus external University and Biotech allsnces of $52 million. Sevan 
products reached the martlet place. 

MARION MERRELL DOW RESEARCH INSTITUTE 1986 - 1992 

Senior Vice President Discovery Research 

Reported to Dr. A. SJoertsma/Dr. W. Lovenberg (Presidents - MMD Research Institute) 

Responsible for the discovery of drugs for Allergy, Pulmonary Diseases, CNS Disorders, 
Oncology, Cardlovascular/MetaboBe Diseases and Immuno^nflammatory Diseases. 
Reaponstbffltyfor the US discovery operation (350 scientists) with dose worWng relationships 
with Center Drectore In Strasbourg, France, and Mllano, Italy. 

UNIVERSITY OF CINCINNATI COLLEGE OF MEDICINE 1978-1984 
Head, Division of Lipoprotein Research 

Professor, Department of Pharmacology and Cell Biophysics, Biological 
Chemistry and Medicine 
Department Chairman: Dr. A. Schwartz 

Established a research center of exceSence In cardiovascular diseases. 

BAYLOR COLLEGE OF MEDICINE 1971-1977 

Associate Professor, Departments of Medicine and Cell Biology 
Department Chairman: Dr. AM Goto. Dr. B. O'Mafey 

Estabflshed a cardiovascular center for research, patient care and education. 

NIH. LABORATORY CHEMICAL PATHOLOGY, NIAMD 1970 - 1871 

Senior Staff Fellow 

NH EXPERIMENTAL THERAPEUTICS, NHLBI 1969 - 1970 

Junior Staff Fellow 

BROOKHAVEN NATIONAL LABORATORY 1S67 . 198B 

Postdoctoral Fellowship 

PROFESSORSHIPS HADASSAH UNIVERSITY HOSPITAL, Jerusalem, Israel (November - December, 1974) 

STATE UNIVERSITY OF UTRECHT. Utrecht, the Netherlands (January - July, 1978) 
Biochemical Laboratory 

INSTITUTO VENEZOLANO DE INVESTIGACIONES CIENTIFICAS, Caracas. Venezuela 
(October, 1982) 

NATIONAL CARDIOVASCULAR CENTER RESEARCH INSTITUTE Osaka, Japan (June - 
August, 1984) 

ROCKEFELLER UNIVERSITY. New Yortc (January - July, 1985) 



EDUCATION PhD University of Illinois, Department of Microbiology 1887 

BS University of IBInots, Department of Chemistry, 1963 
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HONORS/ 

AWARDS 1969 American Cancer Society Postdoctoral Fellowship 

1972 American Heart Association Established Investigator 

1 974 American Heart Association Lewis Kate Award 

1 981 The 1000 Contemporary Scientist Most Cited 1885-1978 

1 884 Naito Foundation Award - National Cardiovascular Research Institute, 
Osaka, Japan 



NATIONAL 1979-1883 NIH Metabolism Study Section 

ADVISORY 1877 - 1881 American Heart Association Pathology Research Review 

COMMITTEES/ 1981 American Heart Association Kate Award Committee 

BOARD OF 1980-1982 American Heart Association Program Committee 

DIRECTORS 1982 - 1888 Editorial Board, Journal of Lipid Research 

1988 - 1992 Associate Editor, Journal of Lipid Research 

1990 - 1992 American Heart Association, Executive Committee at Large 

1991 - 1992 University of Cincinnati Cardiovascular Center, Advisory Board 

1992 - 1997 Editorial Board, Current Drugs In Research 
1992 - 1995 Arthritis Foundation, Scientific Advisory Board 

1994 - 1998 American Heart Association, Long-Term Planning Committee 

1995 - 1998 Rider University, Scientific Advisory Board 

1996 - 1998 immunex Corporation, Member Board of Directors 

1 997 - 2000 Princeton University, Chemistry Department Advisory Board 

1998 - 2000 ZymoGsnetfcs, Scientific Advisory Board 

1999 - 2002 Airix Laboratories, Member Board of Directors 

2001 - 2007 Infiazyme, Member Board of Directors 

2002 - 2003 EmerGen, Inc., Member Board of Directors 

2003 - Present Oncothyreon (Biomlra), Member Board of Directors 
2003 - 2005 MDS Capital, Scientific Advisory Board 

2005 AB Biopharma, Member Board of Directors 

2008 - Present Baxion Pharmaceuticals, Chairman, Board of Directors 

2008 - Present Vbron Therapeutics, Chairman, Board of Directors 

2007 - Present Leukemia and Lymphoma Society, Member Board for Translate nal Research 



PUBLICATIONS 274 Reviewed Articles 

Over 500 Abstracts and Presentations 



PATENTS 



10 Issued Patents 



SpectrumScreen 
Data Report 

Ausio Pharmaceuticals LLC 

study Completed: Augtat 27,2007 
Report Pitrted: Attjutt 27,2007 

MDSPS PT#: 1094967 

Alt. Code 1 : Batch: A313-10-5 
Alt. Code 2: 
Alt. Code 3: 
Sample(s): AUS-131 
M.W.: 242.27 

Objectives: 

To evaluate, In SpectrumScreen, the activity of test compound AUS-131 (PT# 
1094867). * 
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MDS Pharma Sendees Pharmacology Data Report 
On Compound AUS-131 For Ausio Pharmaceuticals LLC 



ABeme^Wwt Order No: 



Compound Code: 
AStemilrveCodol: 



Mole co Jar Weight: 



1-102840*1 



AUS-131 
Batch: A319-10-5 



242.27 



Tbtodi of Assays: 159 



1776 Mentor Awue 
Suite 340 

OhctanaB, OH 45212 
USA 



UJC 



Date of Study: 
Study Dbeetors: 
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TaJpsl. Tehran 112 



August 13, 2007 - August 27, 2007 
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SUMMARY 



STUDY OBJECTIVE 

lb evaluate, in Radioligand Binding assays, the activity <rf compound AUS-1 3 1 (PT* 1094967). 



METHODS 

Methods employed in this etody have been Adapted from the scientific HteratmtonBximixerefiaHHtytnd 
xqpfDdbdUi&y. Rcfacucc standards were run as an bto 

lesota obtained. Assays were pcrfanncd under conditions described in the accompanying "Methods' section 
of this report. The Btefamre reference^) for each assay are in the *Utenaore References " section. Ifdtfaer 
cf these sections were iiotorig^ 
below for a printout of cither of these repoit sections. 

Where presented, IC* values were determined by a mm-ilnear, least squares regression analysis using 
Data Analysis Toolbox 111 (MDL Information Systems, San Uandro, CA. USA). Where inhibition constants 
(X) are presented, the K, values were calculated icing the equation of Cheng and Prusoff (Cheng, Y.. 
Prusoff, W\H„ Bfochem. Pharmacol 223099-3103, 1973) using the observed IQaOf the tested 
compound, the concentration of radioligand employed In the assay, and the historical values for the 
Ko of the Ugand (obtained experimentally at MDSPharma S&rvteatf. Where presented, the Hill 
coefficient (n>0. defining the slope of the competitive binding curve, was calculated using Data 
Analysis Toolbox™. Hill coefficients significantly different than 1A may suggest thai the binding 
displacement does not f oDow the lawa of mass action wUh a single Wndfag site. Where IC». K* and/or 
data are presented without Standard Error of the Mean (SEM), data are insufficient to be 
quantitative, and the values presented (K^ IC & n*) should be interpreted with caution. 



RESULTS 

A summary of results meeting the significance criteria is presented in the following sections. 
Complete results are presented under the section labeled "Experimental Results'. Individual 
responses, if requested, are presented in the appendix to this report 



SUMMARY/CONCLUSION 

Significant results are displayed in the following tabled) in tank order of potency for estimated IC« and/or 
K, values. 
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STUDY OBJECTIVE 

lb evaluate, in RadioBgaod Bimfing estays. the activity of compound AUS-132 <PT# 1094968). 



METHODS 

Mcabods employed iatfaiaatt^ 
rapfodndbifity. lUfaeaoe e lai id a i dawefera 

results obtained Assays were paribaned under ccodfttatt described In (hp accompanying *Me a ode " section 
of tfab report The iitcratnie referoK^ Ifdtte 
ofthe»8ectioaiwwfKrtorigmiBywjn^ 
Wow for a printout of d Ihcr of these report section. 

Where presented, IC* values were determined by a non-linear, (east squares regression analysis using 
Data Analysis Toolbo* 1 * (MDLIafbimaiJGn Systems, San Leandro, CA, USA). When* inMtaicm ccmstantB 
(KJ are presented, the K, values were calculated using the equation of Cheng and Prusoff <Cfien& Y„ 
Prusoff, W.R. Btocfem. Pharmacol 2*3099-31 C8, 1973) using the observed K» of the tested 
compound, the concentration of radioligand employed hi the assay, and the historical values for the 
Ko of the ttgand (obtained experimentally at MDSRuma Services*. Where presented, the tfiU 
coefficient (nd, defining the slope of the competitive binding curve, was calculated using Data 
Analysis Toolbox 111 . HU1 cotfBdcpts sigilffainrfr diSenag than 1 A my laggetttkat the binding 
(HipUceinent does not follow the laws of mass ac^on withe mgbbiBdiDg ail©. Where IC^ K». and/or n* 
data are presented without Standard Error of the Mean (SEM), data are Insufficient to be 
quantitative, and the values presented (K> IC» n«) should be Interpreted with caution. 



RESULTS 

A summaiy of results meeting the significance criteria is presented in the following sections. 
Complete route are presented under the section labeled "Experimental Results'. Individual 
responses. If requested, are presented In the appendix to this report 



SUMMARY/CONCLUSION 

Signals results are dlspk^ 
Ki vetoes. 
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203470 
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2 
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203081 
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203080 
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10pM 
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23Z700 


GtatSfTBte. Krinaca 


203063 


rat 


2 


10 (At 
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232810 


dutannte, wmoa. Agonhm 


203054 


rat 


2 


10 UM 


29 
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232910 


dutamate, NMDA. Qty&* 


203085 


rat 


2 


10 uM 


-4 
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238000 
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rat 


2 


10 pM 


-6 
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203057 


ml 


2 
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203058 
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2 


10 ItM 
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202973 
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2 


10 pM 
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242500 




203244 
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2 
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16 
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rat 
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250400 


Utfra 


203317 
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2 


10 tfM 


12 




0 

■ 
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2 
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203089 
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2 
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209090 
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2 
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203412 
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2 
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•1 
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203419 
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2 


10 |M 
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251400 




203414 


hum 


2 
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203140 
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Melatonin MTj 
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hum 
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252200 
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203472 
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2 


10uM 
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252310 


Muter** M, 


202957 


hum 


2 


10 uM 


4 
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252710 


MunrfnicM, 


202658 


hum 


2 


10 uM 


-5 
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252610 




202959 
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2 


10 uM 
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252910 
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202980 
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2 


10 uM 
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202981 
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203240 
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hum 2 
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10 pM 
10 pM 
10 pM 

10 pM 
IOuM 
10 pM 
10 pM 
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10 pU 
10 pU 
10 pM 

10 pM 
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RoOpram 
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203478 
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4 
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2 


10 UM 
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■ 
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271200 


Serotonin (5- 


20S1O8 


rat 


2 


10 pll 
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Serotonin (5~ 

HydmxytryptKnine) S4fr a 


203281 


hum 


2 


10 pM 
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271800 


Serotonin t$- 
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203273 


hum 
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10 UM 
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Serotonin (5* 


203184 
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i 
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2 


10|iM 


10 
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Sigma o, 
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203084 
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EXPERIMENTAL RESULTS - BIOCHEMICAL ASSAYS 
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TARGET 
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SPP. 
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209888 
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19 pM 
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203425 
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203054 
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STUDY OBJECTIVE 

To evaluate, b Radxofigmd Binding assay*, the activity of compound AUS-133 PPT# 1094969). 



METHODS 

Methods employed in this rtody have been adapted from the scientific literature to maxtaiaa reBabflhy and 
rcpiododbittty. Refaeace standards were run at en integral part of each amy to ensure me vabttity of the 
results obtained Assays wctc performed undo- conditions described in the accompanying "Mcthodr scctta 
of thi* report. Tte Kt«nau» reference^) for etcfc wsay gix in die Ti terature Reftrawx** section. Ife feher 
of these sections were cot originally ramested wfeh the accompanying report, please contact us &l the manner 
below for a printout of either of these report section*. 

Where presented, JC» values were determined by a non-lmear, least squares regression analysis using 
Data Analysb Toolbox 71- (MDLInfbnuatioii System*, Sta Uandro, CA, USA). Where faMMtta cc w dn tt 
(K,) are presented, the K| values were catenated using the equation of Cheng and Prusoff (Cheng. Y, 
Prusoff, w.H, Blocherrt PttarmaccL 2£309^3ica 1973) using the observed IC» of the tested 
compound, the concentration of radioligand employed in the assay, and the historical values for the 
Id* of the Ogand (obtained experimental^ at MDSRwrma Services*. Where presented, the Hill 
coefficient (rW» defining the slope of the competitive binding curve, was calculated using Data 
Analysis Toolbox 1 *. H31 coefficients significantly different than 1.0, may suggest that the binding 
<n^orxmem (toes not fbJIw Where IC^ K and/or n» 

data are presented without Standard trior of the Mean (SEM), data are Insufficient to be 
quantitative, and the values presented K^rW should be Interpreted with caution. 



RESULTS 

A summary of results meeting the significance criteria b presented in the following sections. 
Complete results are presented under the section labeled 'Experimental Results". Individual 
responses, if requested, are presented in the appendix to this report 



SUMMARY/CONCLUSION 

Significant rawlU ere displayed in the following tabk(») in rank aider of potency for esrimittd IC» and/Of 
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hum 


2 


10 uM 


11 


m 
1 


217100 


CaraiafeinoW CB» 


203179 


hum 


2 


10 pM 


5 




I 
I 


844600 


CbemokineOGCRI 


203471 


hum 


2 


10 uM 


11 




| 


218OI0 


OiolKystoWn CCX, (COg 


203408 


hum 


2 


tfl uU 


20 




■ 


»9120 


OwtecyJlokWn CCKj (CCK,) 


203468 


hum 


2 


10 uM 


1 






219100 


CokhJone 


203000 


nu 


2 


10 pM 


22 




L . 

■ 


219190 


CortfcwropmRrieatf^ Factor 
CRf, 


203409 


In mm 


* 


10 pM 


-3 


1 




219600 


OopammeD, 


202962 


hum 


2 


10 uM 


o 






219700 


Dopamine D» 


202964 


hum 


2 


10 uM 


-5 


I 
i 

i 

• 




219800 


Dopamine D| 


202985 


hum 


2 


10 UM 


-5 




219900 


Dopcnfnc Do 


20086 


hum 


2 


w pu 


11 




■ 
■ 


28020O 


Oopomine 0, 


£02969 


hum 


2 


io uu 


7 




1 


224010 


EndotttcBn ETa 


203061 


hum 


2 


10 UM 


-5 


i 
i 


£24110 


EndotheEani 


203092 


hum 


2 


10 MM 


2 




i 


228510 


Eplfermai Growth Factor mso 


203187 


hum 


2 


10 MM 


•6 


i 




226600 


Erythropoietin EPOR 


203883 


hum 


2 


IOuM 


3 


i 




202876 


hum 


2 


10 pM 


84 










202977 




2 










> 228050 


hum 


10 MM 


88 






228300 


GftoteuvCoupled Receptor 
CWtICO 




hum 


2 


10 pM 


68 




■ 


226230 


G Protmn-CoupW Receptor 

cw 


203470 


hum 


2 


10 pM 


1 




i 


226610 


CAEALCMoftdeChannet 


203 101 


rat 


2 


10 pM 


3 




i 




TB06 














2266(9 


GA8*y Runftmpsm, Central 


203061 


r« 


2 


10 pM 


1 






228500 


GABA»Muf*nc4 Central 


203080 


rat 


2 


10 pM 


-1 






226910 


CAB** 


209158 


hem 


2 


10 pM 


-1 






228710 




203169 


hum 


2 


10 pM 


-6 


i 




230000 


CitapefiUi 


203001 


rat 


2 


10 pM 


•17 






231510 


GeteninGAU 


203185 


hum 


2 


10 pM 


•6 


i 




231600 


GaMnGAU 


203166 


hum 


2 


10 pM 


-3 


i 




E32ftfl0 


CtutamatcAMPA 


209157 


rat 


2 


10 pM 


-6 


i 





t% INHIHmON 



ICm 



4 



gpQjtea pip; hur. Vwrcstw ; hurn-ruimar* 
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I 1 E^EMMJ^AL RESULTS - BIOCHE 


:micala^^s-, ; . 







■ . "C * * 



TARGET 



BAltS* SPR 



conc. 



t* INHIBITION 

•«0 « » JO JOD 





•ft i I , 


I 4 


2030(3 


rat 


m 


10 uM 


16 




1 


203004 


re* 


• 


10 pM 


24 




■ 


208065 


rat 


2 


10 pM 


•5 


1 




203M 


rat 


2 


10 uM 


9 




1 


200097 


TO 


2 


10 pM 


6 




i 


203008 


rat 


2 


tOpM 


12 




R 

a 


203249 


hum 


2 


10 pM 


12 




■ 


200070 


hum 


2 


10 uM 


11 




i 


203069 


hum 


2 


10 UM 


7 




! 


202972 


hum 


2 


10 pM 


16 




1 


202973 


hum 


2 


10 pM 


-1 






202974 


rat 


2 


10 MM 


•13 


1 






TO 


2 


10 pM 


11 




1 


203208 


TO 


2 


10 pM 


-2 


1 




203317 


mouse 


2 


10 pM 


2 




I 


208383 


han 


2 


10 yM 


-25 


■ 




208089 


hum 


2 


10 pM 


3 




1 


203090 


turn 


2 


10 pM 


-40 






208411 


hum 


2 


10 pM 


1 




1 


203412 


hum 


2 


10 pM 


-6 


1 




203413 


hum 


2 


10 pM 


3 




I 


203414 


hum 


2 


10 pM 


8 




I 


203140 


turn 


2 


10 pM 


14 




I 


203142 


hum 


2 


lOpM 


46 




m 


203472 


hum 


2 


10 pU 


-1 


1 




202887 


hum 


2 


10 pM 


3 




i 


202958 


hum 


2 


10 pal 


-4 


1 




202S69 


hum 


2 


10 pM 


0 






202980 


hum 


2 


10 pM 


6 




i 


202061 


hum 


2 


10 pM 


-1 


1 




203240 


hum 


2 


10 pM 


-e 


1 





n* R 



839700 
232810 
232910 



Ctutamate. Kainate 
Ctuuwate l hMOA,A«w*m 
Clirtamite, NMDA.G Wnc 
Gtutamate,KM0A. 



294000 
239300 



239710 
239810 



241000 
242500 
843000 



250610 



250480 
261100 
251300 
251350 
251400 
281600 
261700 



Cfaibmtc, NMD*, tobamme 
C&ctne, SUychrfac-Scnsttve 
Grweth Hormone 

Histamine H, 
Histamine H, 
HbtarmnoH, 
Histamine H« 
ImidzBcUnt ij, Central 
incsftolTnsphcsphatetPi 
bwdh 
icptfct 

Leukoolene.BlTaTBJ 
Leutetrfene, Ostein* qytlT, 
leukotrtene. CyO&yi cyHT, 
MetanocorUnMCi 
MeJanocDrtSnUQ 
MefenocortmUQ 
Mdanocoftin MQ 
Mdatanin WTi 
Melatonin MT, 



252810 
252710 
2S2810 



2S6010 
226100 



MusotWcM, 

MusorHtM, 
MusorinkM, 
Muscarinic 14, 
MufCvuucMi 
N-fonnjrt Peptide R ec eptor 

run 



„ ' P?*™* g wtajrranI V h °® earn© assay (s) . t PertaOy soUfe to to wiro 

♦ uenoias mm nsettig cnutnft tor atyNBuunoa 
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S0MHb AUS-U3 



EXPERIMENTAL RES13JTS - 



TARGET 



Mitm SPR *» CONC. 



N-fomiylPtptWe Receptor- 
l&eFPJUi 

258100 Neuromedin I) NMU« 

258200 Neuromedin t) NMty 

257010 Neuropeptide YY ( 

2S711 0 Neuropeptide V V, 

2S8010 Neurotensin HT| 

256590 NtaxIrtcAcetyWioOne 

238700 hfiCDtMcAuortduQneal. 



208241 hum 2 

208473 hum 2 

203474 hum 2 

208089 hum 2 

208094 hum e 

208918 hum 2 

hum 2 

hum 2 



2S8830 ^otWcAcetyfchoOR«a7. 

260110 
280210 
280410 
260600 
284500 
268010 



266600 
26S800 
263800 
269900 



20090 



268410 
BB6ST0 

269700 
268810 



Op*»tt6<Of1 ( OOP) 
OpUtt«(OT2,KOP) 
Opiate u(OP3> MOP) 
Orphan*! ORl, 
Pfrorfrrf Ester 

Pbtetet Activating Factor (?AF) 

rbteJaWteri«d Growth Rector 
<P06F) 

PoUMhwn Channel JKJ 
Poussium Channel DU 
PoiashjmOitnnti P9C«J 
Potassium Channel HBRG 
Proteterone ffi-8 
Prostanoid OTIC 
Prostanoid D? 
Prostanoid EP, 
Prostanoid EP« 

Prostanoid* Thromboxane A| 
UP) 

PurtoEkPti 
PurhergfcP* 
Retinoid XRectptarRXRa 



rat 2 

209070 hum 2 

209072 hum 2 

203074 hum 2 

209476 ham 2 

203078 mouse 2 

203007 hum 2 

202870 mouse 2 



203078 nt 2 

206078 ham 2 

203002 rat 2 

20ZW4 hum 2 

202982 hum 2 
hum 2 
hum 2 

202286 hum 2 

200887 hum 2 

209004 hum 2 

203308 rattft 2 

202983 rat 2 
203477 hum 2 



10 uM 

10 uM 
10 u*4 
10 uM 
10 uM 
10 UM 
10 uM 
10 pM 

10 |iM 

10 uM 
10 vM 
10 uM 
10 UM 
10 pM 
10 UM 
10 uM 

10UM 
10 pM 
10 UM 
10 uM 
10 uM 
10 uM 
10 uM 
10 uM 
10 uM 
TOuM 

10 uM 
tOpM 
10 pM 



t%iNHi0rnoN 

-too so » JO uo 



•8 
2 
6 

15 
3 

29 

14 
7 

■7 

8 
3 
-2 



* ftyea eaa oom poui^ teted cyncunmnfly h ftt same essoyft). # ParQaJy tohmte m m vfro test aofcnmt 

♦ uvwos «om asawo wfiwia lof sajnusanoo 

9P»9L*»ra no; ham-hamster hum-human 
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| ! i£fPKi01VfiEI#^ RESULTS - BIOCHEMICAL Asfe# 





TARGET 




SfiP. us 


CONC 




t% INHIBITION 














% 


•V0O .9 


0 JO NO 

1 I 4 


270000 


Rolipram 


809190 


rat 


2 


10 uM 


13 






270300 


Ryanodine ftyR3 


209478 


rat 


2 


10 MM 


4 




| 


Z7W0 


Serotonin (5- 


209108 


hum 


2 


10 mM 


2 




I 


871200 


Serotonin {5» 


9fMH no 


m 


2 


10 uM 


19 




■ 


271700 


Serotonin G- 


203251 


hum 
nun 


2 


10 uM 


25 




— 
S 


271800 


Serotodn (5- 

Ifydroovtiyptmme) MfT x 


203273 


hum 


2 


10 MM 


9 




I 


271910 


SdOtDSfO {S- 

tfytiratfryptamine) 5-HT» 


203164 


hum 


2 


in tiki 


0 






272000 


Serotonin (5- 
iiyarayuypUnwOMfT* 


203174 


CD 
or 


2 


10 uM 


8 




a 

a 




Serotonin ($• 


203009 


hum 




10 uW 


3 




i 
i 


MAMA 


Scrotortn Q~ 

1 ^ftDQrtjypUmfnt) S4fT« 


203294 


hum 


2 


10 MM 


27 




■ 


278110 


Sigma* 


203082 


hum 


2 


10 uM 


1 




i 




S<gina d 


208083 


rat 


2 


IOuM 


13 




i 


276510 


*wwn wn*«iO| due * 


208084 


rat 


2 


10|tM 


12 




i 


282SI0 


Somatostatin »tl 


209181 


hum 


2 


10 UM 


6 




i 


28271.0 


Somatostatin sst2 


203162 


hum 


2 


10 UM 


•11 


1 




282530 


Somatostatin oU 


203183 


hum 


2 


10 |tM 


0 






282800 


Somatostatin st4 


208104 


hum 


2 


10 MM 


12 




i 


289000 


Sornatostatm sst5 


£03185 


hum 


2 


10 uM 


•11 


1 




2S6B10 


TachyfcWnNK, 


203160 


hum 


2 


10 pM 


10 




i 

9 


255600 


Tachykinin NK, 


203181 


hum 


2 


10 uM 


22 




2S5710 


Tachykinin NKj 


208162 


hum 


2 


10 uM 


0 






28SBT0 


Thyroid Mormon* 


203171 


rat 


2 


10 uM 


0 






288T-0 


Thyrotropin RricBfof 
iJomxwCTRH) 


2032&O 


rat 


2 


10 MM 


1 






28OTQ 


Transfomting Growth Factor^ 


202980 mouse 


2 


10 MM 


8 




1 


202000 


Transporter. Aderwsme 


203088. 


» 


2 


10 MM 


8 




1 


219000 


Transporter, CMm 


203108 


rat 


2 


10 UM 


-13 


1 





♦ DC" ic» torn uKSflriy cmera for aJg n gian ce 

" ^ ****** O^r^vaiuaacor^^ 

CW>«ica p£; ham-hamster, hum-hunw 
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1>K: 



EXPERIMENTAL RESULTS - BIOCHEMICAL ASi^v 



'>* 


. 1TAW5BT 




NT* 




COKC 




t* INHIBITION 


Km ■ V. r<« - * 














■ft 


'118 

I 


•so 

i i 


i 3o m 






Tremportfcr, Dopamine (DAT) 


.203188 


own* 


2 


10 uM 












82 








'■*.". , > 


2264C0 


Transporter, GABA 


203297 


rat 


2 


10 uM 
iv larr* 


ftt 






i 




862013 


Tramporter.Mcncamtoc 

TnrapocfeBf. NortpfoephriM 
C»ffT) v 


203179 
• 203064 


robot 
hum 


2 
2 


10pM 
10 MM 


48 

SO 










874(00 


Transporter. Serotonin 0- 
HjfltroqffQfpiBmlng CSBtl) 


809066 


hum 


2 


fOuM 


16 






B 




£88700 


UroteremB 


203234 


hum 


2 


10pM 


-16 




■ 






SB8BI0 


V*niMd 


2031 S3 


rat 


2 


10 uM 


-S 




1 






as6sr) 


Vasolw EndothetUi Growth 
Factor (VKF) 


208041 


hum 


2 


10 uM 


-3 




» 






2B70U 


VasoBCtfre Westina! Peptide 
VIP, 


203260 


hum 


2 


10 pM 


-1 




! 








Vasopressin Vu 


203087 


hum 


2 


10 uM 


-1 




1 






287960 


VasopresstoVt, 


203086 


hum 


2 


10 uM 


-14 




B 






2B75:0 


Vasopressin V, 


2030S9 


hum 


2 


tOuM 


-19 




1 






8B8OR0 


VUamfeO, 


203086 


hum 


2 


10 pM 


-8 




1 







flJHJi^'ci pto; hsnahamster; hunshunwn 
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EXPERIMENTAL RESULTS - BIOCHEMICAL ASS^S 



2£ % ¥££&*2*?**^^ 
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